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Abstract: Cancer is a leading cause of death worldwide and actual analytical techniques are restrictive
in detecting it. Thus, there is still a challenge, as well as a need, for the development of quantitative
non-invasive tools for the diagnosis of cancers and the follow-up care of patients. We introduce
first the overall interest of electronic nose or tongue for such application of microsensors arrays
with data processing in complex media, either gas (e.g., Volatile Organic Compounds or VOCs as
biomarkers in breath) or liquid (e.g., modified nucleosides as urinary biomarkers). Then this is
illustrated with a versatile acoustic wave transducer, functionalized with molecularly-imprinted
polymers (MIP) synthesized for adenosine-51-monophosphate (AMP) as a model for nucleosides. The
device including the thin film coating is described, then static measurements with scanning electron
microscopy (SEM) and electrical characterization after each step of the sensitive MIP process (deposit,
removal of AMP template, capture of AMP target) demonstrate the thin film functionality. Dynamic
measurements with a microfluidic setup and four targets are presented afterwards. They show a
sensitivity of 5 Hz¨ppm´1 of the non-optimized microsensor for AMP detection, with a specificity of
three times compared to PMPA, and almost nil sensitivity to 31AMP and CMP, in accordance with
previously published results on bulk MIP.
Keywords: chemical sensor; surface acoustic wave; MIP; nucleoside; cancer biomarker; urinary;
microfluidic; electronic tongue
1. Introduction
During the recent past, health and life expectancy of people all over the world have become
major public concerns, involving obvious links with both diseases detection and treatment, as
well as environmental quality as a causal link, among others [1,2]. For instance, air pollution
creates a substantial burden of disease, including cardiovascular, oncologic, neurodegenerative, as
well as chronic respiratory diseases, reducing life expectancy by almost one year on average [3,4].
Cancers figure among the leading causes of morbidity and mortality worldwide, as published by
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the International Agency for Research on Cancer (IARC), the specialized cancer agency of the World
Health Organization (WHO) [5,6]. During the year 2012, the number of new cases was approximately
14 million, with 8.2 million cancer-related deaths, and the numbers were expected to rise by about
70% over the next two decades. Among men, lung cancer was the first cause, and the prostate was one
of the five most common sites, and the second one among men.
These tragic numbers might fall, however, if patients were detected earlier and treated
appropriately. Conventional methods used for clinical diagnoses commonly include invasive and
potentially hazardous biopsy procedures, endoscopy, mammography, blood tests, microbial culture
tests, computed tomography (CT scan), magnetic resonance imaging (MRI), positron emission
tomography (PET scan), ultrasonography or X-ray imaging of organs, and DNA homology tests [7].
As more or less highly heavy and invasive techniques, many of these methods not only present some
risks of serious adverse side effects, such as surgical complications or internal burns, but they often
discourage patients from participating in preventive disease-screening procedures. Furthermore,
conventional analytical techniques, such as SPE-HPLC-UV, CE-UV, LC-MS/MS, GC-MS/MS, though
offering convenient ways of analyzing complex real samples, they also present some drawbacks
and limitations. Additionally, these methods are not amenable to a rapid and routine clinical assay
owing to the polar nature of nucleosides and nucleotides and inevitable complex sample pretreatment
(extraction, deproteinization, derivatization, etc.) before analysis. Furthermore, they need blood
collection and sample handling, with possible contamination, and they may require highly-skilled
personnel for handling [7]. Finally, they are also time consuming and require sophisticated and
expensive instrumentation.
Thus, there is still a crying need for the development of efficient tools in order to pre-empt
this alarming problem that threatens public health. In this context, microsensors are expected to
offer complementary analytical tools compared to conventional methods, as devices dedicated to
specific targets, with short response time and convenience of usage. Among sensing systems under
development, some of them aim at improving the environmental quality or at enabling reliable
detection of diseases in their early stages, preferably by using non-invasive tools. Both gas and liquids
can be useful as sample media, depending on the application targeted.
We present in this paper a short background review on microsensing systems targeting
point-of-care (POC) clinical disease diagnoses, both electronic nose (e-nose) and tongue, for detection
in gas and liquid media. Then we focus on an innovative approach aiming the non-invasive follow-up
care of urinary modified nucleosides as biomarkers from colorectal cancer, by the development of a
diagnosis tool based on an acoustic wave biosensor and molecularly-imprinted polymers (MIP) as
recognition material [8]. Compared with static measurements reported in [9], the choice of particularly
highly-sensitive acoustic modes and the combination with a microfluidic chip aims the real-time
detection of tumor markers at low concentrations. The choice of transducing technology based on
an acoustic Love Wave (LW) device combined with a recognition film of MIP has been presented
previously and will be briefly restated in this paper [10]. More details on specifically-focused materials
and methods will be presented, as well as new results related to polymeric films deposition, among
them the influence of the film thickness. A particular model of nucleosides was chosen as the main
target, as well as three potential interfering molecules as targets, in order to constitute a complete
coherent set of results for this study. We describe the detection results in static, then in dynamic
modes with the four compounds, are described and analyzed. These results are finally discussed
in the perspective of future use, as diagnosis tool and more than that, as a tool for therapeutic drug
monitoring (TDM).
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2. Background Review on Electronic Nose and Tongue for Fast Disease Diagnoses Issues
2.1. Gas Media
Recent advancements deal with the use of electronic nose (e-nose) systems, targeting point-of-care
clinical disease diagnoses. They are based on the analysis of human odors, with specific pattern
betraying the presence of specific volatile biomarkers of specific human diseases, metabolic disorders,
and the overall health status of people [7,11–17]. In this way, it is known that abnormal metabolisms
of tumor cells alter the chemical composition of volatile organic compounds (VOCs) released from air
expired or in the headspace of body fluids and tissues. VOCs, such as acetone (propanone) [18–22],
ammonia (NH3) [23–25], nitrogen oxides (NOx) [26–30], or hydrogen sulfide (H2S) [31–35] are among
those investigated. Sensors based on metal-oxide semiconductors, typically thin or thick films of
tin oxide SnO2 (or doped SnO2) whose electronic properties are altered by reaction with a target
gas [36], are the most commonly used for monitoring gases. Indeed, they offer many advantages,
among them compatibility with standard microelectronics fabrication and then low cost [37]. More
generally, many sensing technologies are investigated for VOC detection or monitoring, based on
electrochemical methods (amperometric, potentiometric, based on field effect transistors (FET) or on
chemiresistivematerial deposited on interdigitated electrodes (IDEs)), direct or indirect optical methods
(including infrared (IR), Fourier transform infrared (FTIR), non-dispersive infrared (NDIR), diode
laser sensing and ultraviolet (UV) absorption, surface plasmon resonance (SPR)), or using mechanical
effect, such as microcantilever or piezoelectric transducer (quartz crystal microbalance (QCM), surface
acoustic wave (SAW)). Most of them are presented in [38] which reviews sensor-based methods for
monitoring hydrogen sulfide, one of most common organic VOCs, which is carcinogenic, as well
as for sensing formaldehyde. A major concern in the practical use of any sensor is the lack of high
sensitivity (few ppb) and the selectivity, even more in real samples with complex matrices. Identified
methods of improvement are based on the use of (a) multi-functionalization or dopants; (b) an array of
sensors, which can be ever enriched by using several transducer technologies; (c) appropriate pattern
recognition tools, analyzing both steady-state signals, as well as their transient part when available.
The implementation of these combined methods leads to the e-nose approach which is considered
as the best route to compensate for the lack of selectivity of individual sensors and also to provide
good coverage for multiple types of vapors [39]. E-nose devices are particularly suited for such a
field as biomedical application, as they are sensitive to a wide range of VOCs and can effectively
distinguish between different complex gaseous mixtures by combining gas sensor arrays and pattern
analysis techniques for the detection, identification, or quantification of VOCs [13]. Generally, e-nose
contains a set of chemical sensors responding to various gases with different sensitivity and selectivity.
The latest scientific studies show that researchers have developed many techniques to select useful
sensors from the original sensor array. Simplifying the manufacturing process of the transducer or the
choice of a functionalized sensitive layer to increase sensitivity and selectivity may not only improve
the performance of the classifier, but also reduce the cost of devices. Several top companies invest
in these new markets for sensors and the research and development of new tools dedicated to odor,
and especially breath analysis, such as Toshiba [40] or Siemens [41], as such sensor systems could
independently detect anomalies in people1s breath that could indicate an illness. In this way, after
having detected asthma successfully by measuring the nitrogen monoxide (NO) concentration in
breath, Siemens is now developing a system for the early-stage detection of lung cancer, by first finding
out a set of molecules that the sensor has to react to so that it can make a definite diagnosis.
2.2. Liquid Media
Depending on the type of disease, or of cancer specifically, direct detection in liquid sample
(biological fluids or intracellular media) tests can be more relevant. In such way, modified nucleosides,
derived mostly from transfer ribonucleic acid (tRNA), have been shown to be excreted in abnormal
amounts in the urine of cancer patients [8], which can also be used as body fluid for non-invasive
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tests. About 20 of them have been already used as tumor markers, for example for breast
cancer [42–48], colon and liver cancer [49,50], or lung cancer [51]. Among these modified nucleosides,
are pseudouridine, 1-methyladenosine, 1-methylguanosine, 2-methylguanosine, 1-methylinosine, or
2-pyridone-5-carboxamide-N1-ribofuranoside. They can neither be reutilized nor further degraded,
and they are excreted without any salvage pathway, as intact molecules in the urine [52]. Although
the urinary excretion of these modified nucleosides is quite low, it betrays the higher turnover rate
of tRNA in tumor tissues [53–56]. Recently, Zhang et al. [57] have reported that the intracellular
fluctuations of six endogenous nucleotides levels (AMP, UDP, CTP, ATP, UTP, and GMP) were
significantly higher in cancer cells. Moreover, the adenine nucleotides, i.e., AMP, ADP, ATP, and
adenosine, are signaling molecules related to the modulation of immune responses in cancers [58].
Thus, intracellular nucleotides are considered as potential biomarkers in tumor cells, especially for
ATP and UTP.
Different analytical techniques have been reported for the determination of urinary or intracellular
modified nucleoside and endogenous nucleotide levels, but their detection is still challenging due to
the low level of modified nucleosides as well as to the complexity of the biological matrix such as urine
(and to a lesser extent intend, blood) and limitations of conventional analytical techniques. Thus, in a
manner similar to electronic nose, several teams worldwide have been working on electronic tongue,
combining a setup of several microsensors with data analysis [59–61].
3. Materials and Methods
3.1. Microsensor
3.1.1. Love Wave Transducer
Among microsensing technologies, those based on mechanical effects, such as acoustic wave
devices, offer advantages in terms of versatility, especially surface acoustic waves (SAW), which
provide high sensitivity to surface effects and reliable component with no moving part. Of all acoustic
wave devices, guided shear horizontal surface acoustic wave (SH-SAW) or Love wave (LW) devices
appear most promising for biochemical detection in liquid environments: (1) SH-SAW are more
sensitive than bulk waves to perturbations produced from the environment without the excessive loss
associated with Rayleigh SAW in liquids; (2) the selected piezoelectric materials and transducer designs
lead to high Q (quality factor) structures; (3) device frequencies can be scaled to high frequencies of
hundreds of megahertz, enabling high sensitivity under conditions of noise reduction; and (4) devices
are small, robust, and easy to incorporate into online low-cost systems [62].
The Love wave delay-line was described in previous works [10,63] and its overall shape can
be seen as part of the test setup described in Section 3.2. It consists of a dual delay line based on
a quartz as piezoelectric substrate, split interdigitated electrodes (40 µm periodicity or wavelength
 ) to generate and receive, piezoelectrically, both LW paths, and a 4 µm SiO2 guiding layer. These
characteristics lead to a 118 MHz synchronous frequency. This dual delay line setup allows differential
measurements with a reference, improving the robustness of the platform when the environmental
conditions vary during measurements [64].
3.1.2. Molecularly-Imprinted Polymeric Thin Film
In order to ensure specific and even selective interaction for target biomarkers, proteins, such as
enzymes, antigens, and antibodies, or DNA, are typically used as recognition biomolecules grafted
on the sensor surface, using various attachment strategies. However, these natural receptors are
expensive or difficult to produce, with limited lifetime and applicability. Molecular imprinting was
developed to overcome these limitations, by creating tailor-made bioreceptors to recognize and rebind
a target molecule (substrate) with both high specificity and affinity [65]. Basically, selective imprints
are generated by polymerizing a prepolymer in the presence of a template, which is the target molecule
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or a model one. While the polymer is cured, functional groups in the prepolymer orient toward their
counteracting partners in the template and the polymer is cross-linked, resulting in “freezing” the
orientation of the functional groups. After extraction of the template, the remaining cavities reproduce
the size, shape, and surface chemistry of the template molecules, acting as a molecular memory printed
in a three-dimensional polymer network for further rebinding reactions [66,67].
In recent years, due to their high recognition ability, molecular imprinting emerged as a powerful
technique for the preparation of various MIP-based sensors due to their long-term stability, high
selectivity, and easy preparation. In that case, the MIP membranes must be synthetized in situ at the
surface of selected sensors. Several MIP-based sensors were developed to detect either anticancer
or antiviral nucleosides/nucleotides in human biological fluids. For instance, Ersoz et al. [68] have
developed a MIP-QCM sensor in order to determine the level of the 8-OHdG (one of the most
abundant oxidative DNA lesions resulting from reactive oxygen species (ROS), in blood serum from a
breast cancer patient. The 8-OHdG imprint was based on a methacryloylbasedmetal-chelate polymer
(MAAP-Fe(III)). The 8-OHdG level was found as 0.297 µM for MAAP-Fe based QCM sensor, showing
the best detection limit than the other 8-OHdG detection methods mentioned in the literature. The
anticancer-approved drug gemcitabine was detected in serum samples with a limit of detection
of 3 fM by a highly sensitive molecularly-imprinted film formed in situ on gold electrodes via
electropolymerization of PATP-functionalized gold nanoparticles [69]. Cyclic AMP (cAMP; adenosine
31,51-cyclic monophosphate), a second messenger, is an important intracellular regulator involved in a
cascade of events that transduce the signal into changes in many cells. A biomimetic sensor for cAMP
was fabricated in combination with an ion-sensitive field-effect transistor (ISFET) as a transducer
and a cAMP-imprinted polymer as a molecular recognition material [70,71]. The cAMP-imprinted
polymer showed high binding ability to and selectivity for cAMP in aqueous media. The antiviral
ganciclovir was quantitate in human serum plasma by a selective and sensitive voltammetric sensor
based on electropolymerization of molecularly imprinted polymer with gold nanoparticles (AuNPs)
onto multiwalled carbon nanotubes (MWCNTs)/glassy carbon electrode [72]. Similar approach was
reported by El Gohary et al. for the cyclic voltammetric determination of famciclovir in pharmaceutical
preparations where the famciclovir-MIP was synthesized and applied as additive within a carbon paste
electrode [73]. Additional electrochemical and QCM sensors, fluoresccent MIP-based chemosensors,
were also developed [74].
Part of our research program aimed to determine some colorectal cancer biomarkers, [8], we
have turned our attention to the development of a MIP-based SAW-sensor for the detection of various
urinary modified nucleosides as well as for the detection of the AMP (adenosine-51-monophosphate).
The MIP was prepared for a commercial nucleotide adenosine-51-monophosphate (AMP) as the
target model, represented in Figure 1a, with preliminary bulk process optimization to give the best
specific binding of AMP towards other nucleotides or deoxy analogues [75].
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Figure 1. Commercial nucleotides used for rebinding: (a) Adenosine-51-monophosphate
(AMP); (b) Adenosine-31-monophosphate (31-AMP); (c) Cytidine-51-monophosphate (51-CMP);
(d) 2-phosphono methoxypropyl adenine (PMPA). Solutions were prepared from buffer solution made
of acetic acid/hydroxylamine (AcOH/NH2OH 1 mM pH 7) spiked with nucleotide at a concentration
5 mg/L.
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The step-wise deposition process of thin layers of AMP-based molecularly-imprinted polymer is
as follows:
‚ Piranha cleaning: The LW substrates were cleaned by piranha solution (1:1 (v/v) concentrated
sulfuric acid/30% hydrogen peroxide) to suppress organic and metallic impurities and form
an oxide layer at the sensor surface (caution: piranha solution is extremely corrosive and can
react severely with organic compounds, gloves, etc., which makes it essential that personal
protective equipment be used during this step). The substrates were then rinsed thoroughly with
18 Mohm¨ cm deionized water and dried under a stream of nitrogen [76].
‚ Surface activation: The sensors were rinsed with toluene and purged overnight in a silane/toluene
(2%:1 (v/v)) mixture and then placed into a laboratory oven at 200 ˝C for 30 min. The silane
promotes covalent attachment of the MIP layer to sensor surface [77].
‚ Preparing of MIP solution: The AMP-MIP solution preparation process was adapted and
optimized for surface coating. It consists of an ionic-noncovalent dual approach in which
the best specific binding of AMP was obtained with one equivalent of 2-(dimethylamino)ethyl
methacrylate for interaction with the negatively charged phosphate moiety, and ten equivalents
of acrylamide to favor interactions with the nucleobase and the sugar moiety [75].
‚ Thus, 50 mg template AMP was added to 102.3 mg functional monomer acrylamide (AA) and
stirred together with 24.2 µL 2-(dimethylamino) ethyl methacrylate (DMAEM) and 1.49 mL
ethylene glycol dimethylacrylate (EGDMA), for 5 min. The mixture was dissolved in 1.1 mL
dimethyl sulfoxide (DMSO) and stirred for 1 h. The mixture was then purged with nitrogen for
3 min to remove oxygen. Then 16 mg azo-bis isobutyronitrile (AIBN) was added to the solution
and the flask was sealed with parafilm before mixing it for one hour. It should be noted that it
was operated to obtain a change in the solution viscosity compared to the bulk solution so that
this process became more suitable for thin film coating. The obtained solution was stored in a
stained flask, as it is light and heat sensitive. A non-imprinted polymer (NIP) without the AMP
particles was prepared similarly, for reference purpose.
‚ Thin Film MIP Coating: 10 µL of MIP solution was spin-coated on the sensors. The spin coating
parameters are crucial for the control of the MIP film thickness and homogeneity, typical values of
acceleration 4000 rpm/s and velocity 2000 rpm for 10 s were considered for 500 nm layer thickness.
In order to localize the polymeric material onto the sensitive path between IDTs, adhesive tape
(Kapton) was used as protection, which was removed immediately after spin-coating.
‚ Polymerization: The coated sensors were then polymerized at 365 nm UV light for 1 h in a
polymerization box with continuous flow of nitrogen.
‚ Removal of AMP template: The extraction of AMP was done by soaking the sensor in eluting
solution of ammonium and methanol (aqueous NH3 100 mM/MeOH, 70:30 v/v) over one night
(except other condition mentioned) in a flask covered with parafilm. The device was then rinsed
with deionized water (four times) and methanol, before possible storage at 4 ˝C.
3.1.3. Buffer and Analog Nucleotides Solutions
In order to assay the specificity for AMP of the AMP-MIP, a set of different nucleoside analogs
bearing a phosphate moiety and an adenine or cytosine nucleobase, was previously experimented with
high-performance liquid chromatography (HPLC) analysis using cartridges loaded by AMP-based
bulk MIP [75,78]. The specificity of the microsensors coated with the MIP thin film was studied by
using the AMP target and three compounds selected from this set Adenosine-31-monophosphate
(3AMP), cytidine-51-monophosphate (CMP) and 2-phosphono methoxypropyl adenine (PMPA). Those
four commercial nucleotides are illustrated in Figure 1.
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3.2. Test Bench
3.2.1. Static and Dynamic Modes of Measurements
The so-obtained chemical films were characterized by mechanical and optical profilometry, as well
as with scanning electron microscopy (SEM). Electrical characterization of delay-lines was done after
each step of the film state: the bare device, after coating and polymerization, after AMP extraction, then
after nucleotide rebinding or re-extraction. These tests are called “static mode” tests as the device was
immersed in the solution, and then rinsed and dried, placed in a test cell with surrounding ambient
air, after which the insertion losses (S21 parameters) are measured in gain and phase with a network
analyzer (Anritsu MS4623B, Kanagawa, Japan) as described for example in [79]. On the resulting
curves, frequency shifts can be easily measured with the shift on the phase curve, and with the curve
of the bare device as a reference. A shift of the frequency can be observed also on the gain curve, as
well as variation of the minimum value of insertion losses induced by attenuation of the elastic wave
amplitude when the absorption in the sensitive film is modified.
Real-time detection tests of nucleotides have been performed in aqueous media. The acoustic
delay-line was associated to a microfluidic chip of polydimethylsiloxane (PDMS) and inserted in
an oscillation loop with high short-term stability due to the high quality factor of the LW device,
as previously described [80,81]. This typical approach based on real-time monitoring the oscillator
frequency allows follow-up of the wave phase velocity with high resolution. By this way, real-time
responses of several MIP-coated sensors to various concentrations of AMP and to the analog
nucleotides have been investigated.
3.2.2. Microfluidic Set-up
To generate a stable and pulseless flow while remaining extremely reactive we replaced the
previously used multi-syringe set by the new flow controller OB1 MkII of Elveflow® (ELVESYS®
group, Paris, France) that can control four channels independently for a wide variety of advanced
microfluidic applications. The instrument is connected to a dry, dust and oil free pressure source. The
pressure and flow rate are computer-controlled using the Elveflow Smart Interface. This software
enables to create and run sequences with a specific pressure or flow rate profile. Each pressure outlet
can be set independently in a range from 0 up to 200 mbar. The liquids are then pressurized inside
flasks with OB1 MkII pressure controller. Pressurized liquids are smoothly and precisely injected onto
the PDMS microfluidic chip according to the set pressure or flow rate profile. In our experiments
we used two liquids (buffer solution and nucleotides solution), a switch placed before the PDMS
microfluidic chip selects the desired liquid. The complete set-up is represented in Figure 2.
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4. Results
4.1. AMP-MIP Thin Film Coating
Characterization of the so-obtained AMP-MIP coatings revealed typical thicknesses in the range
300–1600 nm, depending on the spin-coater rotation spreading rate, with good surface uniformity and
limited to the wave propagation area of the sensor. Microscopy (SEM) in Figure 3a,b revealed the film
surface morphology and the pores sizes that range from 100 nm to 5 µm. The absence of pores in the
NIP film can be clearly seen on Figure 3c. These images were made on regions typical of the surface of
the whole films.
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Figure 3. Scanning electron microscopy images of AMP-MIP coatings on the Love Wave sensor surface.
(a) Molecularly-imprinted polymer; (b) molecularly-imprinted polymer at higher magnification;
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4.2. AMP-MIP Thin Film Functional Characterization Based on AMP Detection in Static Mode
Detection tests of 25 ppm AMP in static mode, as described previously, were performed with
several devices. A concentration of 25 ppm was chosen to obtain easily measurable phase and
frequency shifts, although in static mode. Such characterizations in static mode allow more insertion
losses due to thick sensitive films up to one or two micrometers. Figure 4a depicts the absolute
frequency shifts obtained with three devices coated with a MIP of thickness 1 µm, with 3 h extraction
time, as a function of cumulated rebinding time, obtained by successive immersion in AMP solution,
followed by the drying step and characterization.
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Figure 4. Frequency shift (absolute value) of (a) three sensor to 25 ppm of: AMP as target compound,
vs. the rebinding time (0.5, 1 and 2 h). The sensitive films thickness was 1 µm, the extraction time 3 h;
and (b) five sensors to 25 ppm of AMP as target compound, vs. the rebindi time (0.5, 1, and 2 h),
with the sensitive film thickness as parameter in the range 0.6 µm–2.6 µm.
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In a similar manner, Figure 4b presents the absolute frequency shifts obtained with five devices
coated with AMP-MIP films of thickness in the range from 0.6 to 2.6 µm, with three extraction times,
as a function of cumulated rebinding time.
These results demonstrate quite good reproducibility, although the devices were functionalized
with the MIP film separately. Longer rebinding times induces higher frequency shifts, demonstrating
higher amounts of nucleotides immobilized, as could be expected. With thin MIP layers, below 1 µm,
the frequency shift seems to reach a saturation plateau (Figure 4) after 2 h of cumulated rebinding
time, leading to shorter duration to reach steady-state, that is to say shorter response time, despite
lower sensitivity. Additionally, in a logical way, higher MIP thicknesses lead to higher sensitivity of the
sensor, with values as high as 94 kHz at a thickness of 2.6 µm and immersion in 25 ppm AMP solution
for 2 h.
4.3. Real Time Measurements
However, the final aim is to develop useful devices which require handheld systems with short
response times and array facilities. In this approach, a real-time measurement setup was developed, as
presented in a previous part, in order to validate the feasibility of such device. Devices used in this part
are coated with thin AMP-MIP films of thickness 500 nm, as thicker ones provide higher sensitivity
as shown above, but also induce too high insertion losses for proper oscillation. Furthermore, it was
shown that thinner films lead to shorter response time.
4.3.1. Detection of AMP
The real-time characterization of AMP rebinding is based on the modification of the acoustic
wave phase velocity, measured by the oscillator frequency. Figure 5a shows the real-time frequency of
the same MIP-coated device for different concentrations of AMP. Between each concentration step, the
microsensor was removed from the microfluidic system, immersed in eluting solution and rinsed. It
can be observed a dynamic variation of the frequency, starting about one minute after switching from
the buffer to the nucleotide solution (transit time in the microfluidic tube) and stabilizing within about
10 min. A steady-state frequency shift of ´150 Hz could be observed for 5 ppm AMP concentration,
up to ´1.4 kHz for 600 ppm. This leads to a sensitivity slightly superior to 2 Hz/ppm (slope of the
response above a few ppm). A higher sensitivity at low concentration may be explained by availability
of and easy access to the sensitive surface in this case. A detection threshold far better than 1 ppm
could then be obtained experimentally, provided that the reference level with buffer solution and the
flow rate are well controlled.
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Figure 5. Real-time response of the sensor (a) to different concentrations of AMP as target compound;
and (b) to AMP as target compound and specificity to three similar commercial nucleotides, each one at
a concentration of 300 ppm.
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Figure 5b represents the response to 300 ppm of AMP. The dynamic protocol was slightly adapted
with steps of 4 to 30 min with the sample solution, with intervals of 5 to 20 min with buffer solution,
at a flow rate of 5 µL/min. The dynamic frequency shift is represented there as a function of the
cumulated time with the sample solution. By doing so, the rebinding effect was increased due to
cleaning of non-specific interactions during the process. This resulted in an increased sensitivity,
about 5 Hz/ppm for AMP, as well as a longer time before reaching steady-state, as it can be observed
when comparing the curves detection of AMP in Figure 5a,b. This experiment was conducted with
two sensors functionalized with similar MIP films and led to similar responses (results not shown).
4.3.2. Specificity
Specificity tests were also performed in this dynamic mode. On Figure 5b is superimposed the
response to 300 ppm of AMP, as well as the responses to three similar nucleotides 3AMP, CMP, and
PMPA, with the same concentration. A binding capacity of the MIP is observed toward PMPA, with
a specificity factor of almost three, calculated as the ratio of the steady-state frequency shifts with
AMP and PMPA, both of them at the same concentration (300 ppm). No variation was observed with
CMP and 31-AMP. These results are in good agreement with high-performance liquid chromatography
(HPLC) analysis previously performed using cartridges loaded by AMP-based bulk MIP [75,78].
As stated previously, the AMP consists of three components: the phosphate group, the ribose, and
the purine base. The selective recognition of AMP in the binding cavity takes place by the participation
of all three groups: ionic interaction with DMAEM and phosphate group and hydrogen bonds
between AA with ribosyl moiety and adenine base (Figure 6). Moreover, orientation of recognizing
sites of these cavities corresponded to those of the binding sites of the template molecule. The MIP
selectivity towards other nucleosides is the result of the differences in their structures. The binding site
characteristic was performed with frontal analysis, which is an accurate technique for determining
adsorption isotherms.
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Co pared to P, the 31- P has a different polarity, lacks one hydroxyl group, and its
31-phosphate is not in the appropriate orientation to bind to the P- IP cavity. The cytidine
51- onophosphate (C P) differs from AMP only by the nucleobase, which cannot reconstitute enough
strong and complementary interactions with AA in specific cavity, and is retained on the MIP. Finally,
the acyclic AMP analogues, PMPA, can be slightly detected by the AMP-MIP, due to its flexibility,
strong binding at the phosphate moiety and at the heterocycle, and despite the lack of ribosyl function.
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5. Discussions
5.1. Results Analysis and Comparison with the State-of-the-Art
Finally, it was shown that LW devices functionalized with MIP films and combined with a
microfluidic chip are able to detect, in real-time, low concentrations of nucleoside analogues, compared
with static measurements reported in [9], knowing that sensitivity for lower concentrations can be
further improved. Moreover, it is known that MIP layers offer a good stability compared to natural
recognition reported in [68,82,83]. A good specificity was also obtained, in agreement with that
obtained with bulk MIP by cartridge experiments. This agreement is highly interesting, as thin MIP
films with thicknesses as low as a few hundreds of nanometers may have had a behavior different
from the bulk polymer. Such results pave the way toward MIP coatings based on various nucleosides,
such as undergoing experiments with MIP targeting pseudouridine and guanosine, considered as
biomarkers for colorectal cancer.
Further experiments should also be undertaken to perform detection and selectivitymeasurements
in real biological samples. However, as mentioned above, various MIP-based sensors have been used
to quantify nucleosides in real sample solutions obtained from human fluids (plasma, blood, serum).
Generally, it has been shown that the dilution helped mitigate the matrix (proteins, anticoagulant
species, and other anions) effect, and that diluted plasma samples were found to be very similar to
diluted aqueous samples, in terms of sorption behavior [84,85].
5.2. Future Use for Patient-Tailored Chronomodulated Therapy
In addition to that, the way of working of such microsensors is fully adapted to an individual
approach of the therapy. Indeed, the chemotherapy of colorectal cancer is based on cytotoxic drugs and
therapeutic drug monitoring (TDM) is currently limited by several factors, among them, a considerable
intra-individual pharmacokinetic variability [86]. The extremely high sensitivity of such microsensors
is based on the reliability of a reference sample, which could, thus, be advantageous while analyzing a
small volume of the initial urine sample of the patient. It would result in a quantitative, non-invasive
diagnosis tool to monitor the efficacy of chemotherapy in patients with colorectal cancer and to follow
up these patients after surgical eradication of their disease, even at a metastatic stage.
Furthermore, this approach could help clinical oncology research related to the circadian timing
of cancer therapy, so-called cancer chronotherapeutics [87,88], which provides a possibility to optimize
the dose-toxicity relationship through the identification of a temporal window of best tolerability.
Indeed, the circadian timing system is composed of molecular clocks, which drive 24-h changes in
xenobiotic metabolism and detoxification, cell cycle events, DNA repair, apoptosis, and angiogenesis.
As a result, circadian timing can modify two- to 10-fold the tolerability of anticancer medications in
experimental models and in cancer patients. This is, to date, an almost unexploited dimension for
diagnosis information. Keeping in mind the aim of improved management of patients, the circadian
timing approach could then allow the adequate adjustment of treatment delivery to physiological
rhythms. Such design of patient-tailored chronomodulated delivery of anticancer medications can
further lead to an improved quality of life of patients.
Altogether, a cocktail of MIPs and/or array of microsensing units could lead to an electronic
“tongue” approach targeting a disease such as prostate cancer or other type of diseases.
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SPR surface plasmon resonance
QCM, SAW quartz crystal microbalance, surface acoustic wave
LW, SH-SAW Love wave, shear horizontal surface acoustic waves
PDMS polydimethylsiloxane
References
1. WHO/Europe/Air Quality-Review of Evidence on Health Aspects of Air Pollution-REVIHAAP Project:
Final Technical Report. Available online: http://www.euro.who.int/en/health-topics/environment-and-
health/air-quality/publications/2013/review-of-evidence-on-health-aspects-of-air-pollution-revihaap-
project-final-technical-report (accessed on 27 March 2016).
2. The European environment—State and outlook 2010: Synthesis, Chapter 5: Environment, health and quality
of life—European Environment Agency. Available online: http://www.eea.europa.eu/soer/synthesis/
synthesis/chapter5.xhtml (accessed on 27 March 2016).
3. Mathers, C.; Stevens, G.; Mascarenhas, M. Global Health Risks: Mortality and Burden of Disease Attributable to
Selected Major Risks; World Health Organization: Geneva, Switzerland, 2009.
4. United Nations Environment Programme. Global Environment Outlook GEO 5: Environment for the Future We
Want; United Nations Environment Program: Nairobi, Kenya, 2012.
5. WHO|Cancer. Available online: http://www.who.int/mediacentre/factsheets/fs297/en/ (accessed on
27 March 2016).
6. Stewart, B.; Wild, C.P. International Agency for Research on Cancer World Cancer Report 2014; IARC: Lyon,
France, 2015.
7. Wilson, A.D.; Baietto, M. Applications and Advances in Electronic-Nose Technologies. Sensors 2009, 9,
5099–5148. [CrossRef] [PubMed]
8. Agrofoglio, L.A.; Krstulja, A.; De Schutter, C.; Favetta, P.; Delépée, R.; Roy, V.; Dejous, C.; Hallil, H.;
Lachaud, J.-L.; Lebal, N.; et al. Detection of urinary modified nucleosides by a bulk acoustic wave MIP
sensor-Results and future work. IRBM 2014, 35, 66–71. [CrossRef]
Sensors 2016, 16, 915 13 of 16
9. Gronewold, T.M.A.; Baumgartner, A.; Quandt, E.; Famulok, M. Discrimination of Single Mutations in
Cancer-Related Gene Fragments with a Surface Acoustic Wave Sensor. Anal. Chem. 2006, 78, 4865–4871.
[CrossRef] [PubMed]
10. Lebal, N.; Raimbault, V.; Hallil, H.; Plano, B.; Lachaud, J.-L.; Dejous, C.; Rebière, D.; Krstulja, A.; Delépée, R.;
Agrofoglio, L.A. Love Wave-Based Acoustic Components as Versatile Sensors for Electronic Nose or
Tongue. Application to Cancer Monitoring. In Proceedings of the 2014 IEEE SENSORS, Valencia, Spain,
2–5 November 2014; pp. 1380–1383.
11. Watson, T. Environment: Breathing trouble. Nature 2014, 513, S14–S15. [CrossRef] [PubMed]
12. Wilson, A.D.; Baietto, M. Advances in Electronic-Nose Technologies Developed for Biomedical Applications.
Sensors 2011, 11, 1105–1176. [CrossRef] [PubMed]
13. Wilson, A. Advances in Electronic-Nose Technologies for the Detection of Volatile Biomarker Metabolites in
the Human Breath. Metabolites 2015, 5, 140–163. [CrossRef] [PubMed]
14. Sankaran, S.; Khot, L.R.; Panigrahi, S. Biology and applications of olfactory sensing system: A review.
Sens. Actuators B Chem. 2012, 171–172, 1–17. [CrossRef]
15. Pereira, J.; Porto-Figueira, P.; Cavaco, C.; Taunk, K.; Rapole, S.; Dhakne, R.; Nagarajaram, H.; Câmara, J.
Breath Analysis as a Potential and Non-Invasive Frontier in Disease Diagnosis: An Overview. Metabolites
2015, 5, 3–55. [CrossRef] [PubMed]
16. Queralto, N.; Berliner, A.N.; Goldsmith, B.; Martino, R.; Rhodes, P.; Lim, S.H. Detecting cancer by breath
volatile organic compound analysis: A review of array-based sensors. J. Breath Res. 2014, 8, 27112. [CrossRef]
[PubMed]
17. Di Natale, C.; Paolesse, R.; Martinelli, E.; Capuano, R. Solid-state gas sensors for breath analysis: A review.
Anal. Chim. Acta 2014, 824, 1–17. [CrossRef] [PubMed]
18. Chatterjee, S.; Castro, M.; Feller, J.F. An e-nose made of carbon nanotube based quantum resistive sensors for
the detection of eighteen polar/nonpolar VOC biomarkers of lung cancer. J. Mater. Chem. B 2013, 1, 4563.
[CrossRef]
19. Wang, C.; Mbi, A.; Shepherd, M. A Study on Breath Acetone in Diabetic Patients Using a Cavity Ringdown
Breath Analyzer: Exploring Correlations of Breath Acetone with Blood Glucose and Glycohemoglobin A1C.
IEEE Sens. J. 2010, 10, 54–63. [CrossRef]
20. Neri, G.; Bonavita, A.; Micali, G.; Donato, N. Design and Development of a Breath Acetone MOS Sensor for
Ketogenic Diets Control. IEEE Sens. J. 2010, 10, 131–136. [CrossRef]
21. Bajtarevic, A.; Ager, C.; Pienz, M.; Klieber, M.; Schwarz, K.; Ligor, M.; Ligor, T.; Filipiak, W.; Denz, H.;
Fiegl, M.; et al. Noninvasive detection of lung cancer by analysis of exhaled breath. BMC Cancer 2009, 9, 348.
[CrossRef] [PubMed]
22. Xing, R.; Xu, L.; Song, J.; Zhou, C.; Li, Q.; Liu, D.; Wei Song, H. Preparation and Gas Sensing Properties
of In2O3/Au Nanorods for Detection of Volatile Organic Compounds in Exhaled Breath. Sci. Rep. 2015, 5,
10717. [CrossRef] [PubMed]
23. Timmer, B.; Olthuis, W.; van den Berg, A. Ammonia sensors and their applications—A review. Sens. Actuators
B Chem. 2005, 107, 666–677. [CrossRef]
24. DuBois, S.; Eng, S.; Bhattacharya, R.; Rulyak, S.; Hubbard, T.; Putnam, D.; Kearney, D.J. Breath Ammonia
Testing for Diagnosis of Hepatic Encephalopathy. Dig. Dis. Sci. 2005, 50, 1780–1784. [CrossRef] [PubMed]
25. Gouma, P.; Kalyanasundaram, K.; Yun, X.; Stanacevic, M.; Wang, L. Nanosensor and Breath Analyzer for
Ammonia Detection in Exhaled Human Breath. IEEE Sens. J. 2010, 10, 49–53. [CrossRef]
26. Kuzmych, O.; Allen, B.L.; Star, A. Carbon nanotube sensors for exhaled breath components. Nanotechnology
2007, 18, 375502. [CrossRef]
27. Namjou, K.; Roller, C.B.; Reich, T.E.; Jeffers, J.D.; McMillen, G.L.; McCann, P.J.; Camp, M.A. Determination
of exhaled nitric oxide distributions in a diverse sample population using tunable diode laser absorption
spectroscopy. Appl. Phys. B 2006, 85, 427–435.
28. Smith, A.D.; Cowan, J.O.; Filsell, S.; McLachlan, C.; Monti-Sheehan, G.; Jackson, P.; Taylor, D.R. Diagnosing
Asthma: Comparisons between Exhaled Nitric Oxide Measurements and Conventional Tests. Am. J. Respir.
Crit. Care Med. 2004, 169, 473–478. [CrossRef] [PubMed]
29. Pantalei, S.; Zampetti, E.; Bearzotti, A.; De Cesare, F.; Macagnano, A. Improving sensing features of a
nanocomposite PEDOT:PSS sensor for NO breath monitoring. Sens. Actuators B Chem. 2013, 179, 87–94.
[CrossRef]
Sensors 2016, 16, 915 14 of 16
30. Corradi, M.; Majori, M.; Cacciani, G.C.; Consigli, G.F.; de’Munari, E.; Pesci, A. Increased exhaled nitric
oxide in patients with stable chronic obstructive pulmonary disease. Thorax 1999, 54, 572–575. [CrossRef]
[PubMed]
31. Drangsholt, M.T. A New Causal Model of Dental Diseases Associated With Endocarditis. Ann. Periodontol.
1998, 3, 184–196. [CrossRef] [PubMed]
32. Okell, C.C.; Elliott, S.D. Bacteraemia and oral sepsis with special reference to the aetiology of subacute
endocarditis. Lancet 1935, 226, 869–872. [CrossRef]
33. Van den Velde, S.; van Steenberghe, D.; Van Hee, P.; Quirynen, M. Detection of Odorous Compounds in
Breath. J. Dent. Res. 2009, 88, 285–289. [CrossRef] [PubMed]
34. Mei, L.; Chen, Y.; Ma, J. Gas Sensing of SnO2 Nanocrystals Revisited: Developing Ultra-Sensitive Sensors for
Detecting the H2S Leakage of Biogas. Sci. Rep. 2014, 4, 6028. [CrossRef] [PubMed]
35. Chen, S.; Mahadevan, V.; Zieve, L. Volatile fatty acids in the breath of patients with cirrhosis of the liver.
J. Lab. Clin. Med. 1970, 75, 622–627. [PubMed]
36. Stetter, J.R.; Penrose, W.R.; Yao, S. Sensors, Chemical Sensors, Electrochemical Sensors, and ECS.
J. Electrochem. Soc. 2003, 150, S11. [CrossRef]
37. Fine, G.F.; Cavanagh, L.M.; Afonja, A.; Binions, R. Metal Oxide Semi-Conductor Gas Sensors in
Environmental Monitoring. Sensors 2010, 10, 5469–5502. [CrossRef] [PubMed]
38. Pandey, S.K.; Kim, K.-H.; Tang, K.-T. A review of sensor-based methods for monitoring hydrogen sulfide.
TrAC Trends Anal. Chem. 2012, 32, 87–99. [CrossRef]
39. Singh, H.; Raj, V.B.; Kumar, J.; Mittal, U.; Mishra, M.; Nimal, A.T.; Sharma, M.U.; Gupta, V. Metal oxide
SAW E-nose employing PCA and ANN for the identification of binary mixture of DMMP and methanol.
Sens. Actuators B Chem. 2014, 200, 147–156. [CrossRef]
40. Toshiba: Press Release (18 March 2014): Toshiba Develops Breath Analyzer for Medical Applications.
Available online: http://www.toshiba.co.jp/about/press/2014_03/pr1801.htm (accessed on 27 March 2016).
41. Detecting Cancer through Breath Analysis. Available online: http://medicalxpress.com/news/2015-02-
cancer-analysis.html (accessed on 27 March 2016).
42. Zheng, Y.-F.; Kong, H.-W.; Xiong, J.-H.; Lv, S.; Xu, G.-W. Clinical significance and prognostic value of urinary
nucleosides in breast cancer patients. Clin. Biochem. 2005, 38, 24–30. [CrossRef] [PubMed]
43. Cho, S.-H.; Choi, M.H.; Lee, W.-Y.; Chung, B.C. Evaluation of urinary nucleosides in breast cancer patients
before and after tumor removal. Clin. Biochem. 2009, 42, 540–543. [CrossRef] [PubMed]
44. Frickenschmidt, A.; Fröhlich, H.; Bullinger, D.; Zell, A.; Laufer, S.; Gleiter, C.H.; Liebich, H.; Kammerer, B.
Metabonomics in cancer diagnosis: Mass spectrometry-based profiling of urinary nucleosides from breast
cancer patients. Biomarkers 2008, 13, 435–449. [CrossRef] [PubMed]
45. Henneges, C.; Bullinger, D.; Fux, R.; Friese, N.; Seeger, H.; Neubauer, H.; Laufer, S.; Gleiter, C.H.; Schwab, M.;
Zell, A.; et al. Prediction of breast cancer by profiling of urinary RNA metabolites using SVM-based feature
selection. BMC Cancer 2009, 9, 104. [CrossRef] [PubMed]
46. Rasmuson, T.; Björk, G.R.; Damber, L.; Jacobsson, L.; Jeppsson, A.; Stigbrand, T.; Westman, G. Tumor Markers
in Mammary Carcinoma: An evaluation of carcinoembryonic antigen, placental alkaline phosphatase,
pseudouridine and CA-50. Acta Oncol. 1987, 26, 261–267. [CrossRef] [PubMed]
47. Nakano, K.; Nakao, T.; Schram, K.H.; Hammargren, W.M.; McClure, T.D.; Katz, M.; Petersen, E. Urinary
excretion of modified nucleosides as biological marker of RNA turnover in patients with cancer and AIDS.
Clin. Chim. Acta 1993, 218, 169–183. [CrossRef]
48. Rasmuson, T.; Björk, G.R. Urinary Excretion of Pseudouridine and Prognosis of Patients with Malignant
Lymphoma. Acta Oncol. 1995, 34, 61–67. [CrossRef] [PubMed]
49. Jeng, L.-B.; Lo, W.-Y.; Hsu, W.-Y.; Lin, W.-D.; Lin, C.-T.; Lai, C.-C.; Tsai, F.-J. Analysis of urinary nucleosides
as helper tumor markers in hepatocellular carcinoma diagnosis. Rapid Commun. Mass Spectrom. 2009, 23,
1543–1549. [CrossRef] [PubMed]
50. Yang, J.; Xu, G.; Kong, H.; Zheng, Y.; Pang, T.; Yang, Q. Artificial neural network classification based on
high-performance liquid chromatography of urinary and serum nucleosides for the clinical diagnosis of
cancer. J. Chromatogr. B 2002, 780, 27–33. [CrossRef]
51. McEntire, J.E.; Kuo, K.C.; Smith, M.E.; Stalling, D.L.; Richens, J.W., Jr.; Zumwalt, R.W.; Gehrke, C.W.;
Papermaster, B.W. Classification of Lung Cancer Patients and Controls by Chromatography of Modified
Nucleosides in Serum. Cancer Res. 1989, 49, 1057–1062. [PubMed]
Sensors 2016, 16, 915 15 of 16
52. Weissman, S.; Eisen, A.Z.; Lewis, M.; Karon, M. Pseudouridine metabolism. III. Studies with isotopically
labeled pseudouridine. Chromatogr. Libr. 1962, 40–47.
53. Borek, E.; Baliga, B.S.; Gehrke, C.W.; Kuo, C.W.; Belman, S.; Troll, W.; Waalkes, T.P. High Turnover Rate of
Transfer RNA in Tumor Tissue. Cancer Res. 1977, 37, 3362. [PubMed]
54. Sander, G.; Topp, H.; Wieland, J.; Heller-Schöch, G.; Schöch, G. Possible use of urinary modified RNA
metabolites in the measurement of RNA turnover in the human body. Hum. Nutr. Clin. Nutr. 1986, 40,
103–118. [PubMed]
55. Seidel, A.; Brunner, S.; Seidel, P.; Fritz, G.I.; Herbarth, O. Modified nucleosides: An accurate tumour marker
for clinical diagnosis of cancer, early detection and therapy control. Br. J. Cancer 2006, 94, 1726–1733.
[CrossRef] [PubMed]
56. Schöch, G.; Sander, G.; Topp, H.; Heller-Schoch, G. Chapter 13 Modified Nucleosides and Nucleobases in
Urine and Serum as SelectiveMarkers for TheWhole-Body Turnover of tRNA, rRNA andmRNA-CAP-Future
Prospects and Impact. In Journal of Chromatography Library; Elsevier: Amsterdam, the Netherlands, 1990;
Volume 45, pp. C389–C441.
57. Zhang, C.; Liu, Z.; Liu, X.; Wei, L.; Liu, Y.; Yu, J.; Sun, L. Targeted metabolic analysis of nucleotides and
identification of biomarkers associated with cancer in cultured cell models. Acta Pharm. Sin. B 2013, 3,
254–262. [CrossRef]
58. Schetinger, M.R.C.; Morsch, V.M.; Bonan, C.D.; Wyse, A.T.S. NTPDase and 51-nucleotidase activities in
physiological and disease conditions: New perspectives for human health. BioFactors Oxf. Engl. 2007, 31,
77–98. [CrossRef]
59. Schoeman, J.C.; Loots, D.T. Improved disease characterisation and diagnostics using metabolomics: A review.
J. Cell Tissue Res. 2011, 11, 2673.
60. Kurada, S.; Alkhouri, N.; Fiocchi, C.; Dweik, R.; Rieder, F. Review article: Breath analysis in inflammatory
bowel diseases. Aliment. Pharmacol. Ther. 2015, 41, 329–341. [CrossRef] [PubMed]
61. Huynh, T.-P.; Kutner, W. Molecularly imprinted polymers as recognition materials for electronic tongues.
Biosens. Bioelectron. 2015, 74, 856–864. [CrossRef] [PubMed]
62. Josse, F.; Cernosek, R.W. Resonant Piezoelectric Devices as Physical and Biochemical Sensors. In Smart Sensors
and MEMS; Yurish, S.Y., Gomes, M.T.S.R., Eds.; Springer: Dordrecht, The Netherlands, 2004; Volume 181,
pp. 91–123.
63. Lebal, N.; Hallil, H.; Dejous, C.; Plano, B.; Krstulja, A.; Delepee, R.; Rebiere, D.; Agrofoglio, L.A. Association
of a Love wave sensor to thin film molecularly imprinted polymers for nucleosides analogs detection.
In Proceedings of the 2013 IEEE NEMS, Suzhou, China, 7–10 April 2013; pp. 550–553.
64. Raimbault, V.; Rebiére, D.; Dejous, C.; Guirardel, M.; Lachaud, J.L. Molecular weight influence study of
aqueous poly(ethylene glycol) solutions with a microfluidic Love wave sensor. Sens. Actuators B Chem. 2010,
144, 318–322. [CrossRef]
65. Kryscio, D.R.; Peppas, N.A. Critical review and perspective of macromolecularly imprinted polymers.
Acta Biomater. 2012, 8, 461–473. [CrossRef] [PubMed]
66. Liu, N.; Li, X.; Ma, X.; Ou, G.; Gao, Z. Rapid and multiple detections of staphylococcal enterotoxins by
two-dimensional molecularly imprinted film-coated QCM sensor. Sens. Actuators B Chem. 2014, 191, 326–331.
[CrossRef]
67. Schirhagl, R. Bioapplications for Molecularly Imprinted Polymers. Anal. Chem. 2014, 86, 250–261. [CrossRef]
[PubMed]
68. Ersöz, A.; Diltemiz, S.E.; Özcan, A.A.; Denizli, A.; Say, R. Synergie between molecular imprinted
polymer based on solid-phase extraction and quartz crystal microbalance technique for 8-OHdG sensing.
Biosens. Bioelectron. 2008, 24, 742–747. [CrossRef] [PubMed]
69. Florea, A.; Guo, Z.; Cristea, C.; Bessueille, F.; Vocanson, F.; Goutaland, F.; Dzyadevych, S.;
Sa˘ndulescu, R.; Jaffrezic-Renault, N. Anticancer drug detection using a highly sensitive molecularly
imprinted electrochemical sensor based on an electropolymerized microporous metal organic framework.
Talanta 2015, 138, 71–76. [CrossRef] [PubMed]
70. Kugimiya, A.; Kohara, K. Biomimetic sensor for cAMP using an ion-sensitive field-effect transistor. Mater. Sci.
Eng. C 2009, 29, 959–962. [CrossRef]
Sensors 2016, 16, 915 16 of 16
71. Zayats, M.; Lahav, M.; Kharitonov, A.B.; Willner, I. Imprinting of specific molecular recognition sites in
inorganic and organic thin layer membranes associated with ion-sensitive field-effect transistors. Tetrahedron
2002, 58, 815–824. [CrossRef]
72. Gholivand, M.B.; Karimian, N. Fabrication of a highly selective and sensitive voltammetric ganciclovir
sensor based on electropolymerized molecularly imprinted polymer and gold nanoparticles on multiwall
carbon nanotubes/glassy carbon electrode. Sens. Actuators B Chem. 2015, 215, 471–479. [CrossRef]
73. El Gohary, N.A.; Madbouly, A.; El Nashar, R.M.; Mizaikoff, B. Synthesis and application of a molecularly
imprinted polymer for the voltammetric determination of famciclovir. Biosens. Bioelectron. 2015, 65, 108–114.
[CrossRef] [PubMed]
74. Turkewitsch, P.; Wandelt, B.; Darling, G.D.; Powell, W.S. Fluorescent Functional Recognition Sites through
Molecular Imprinting. A Polymer-Based Fluorescent Chemosensor for Aqueous cAMP. Anal. Chem. 1998, 70,
2025–2030. [CrossRef]
75. Breton, F.; Delépée, R.; Agrofoglio, L.A. Molecular imprinting of AMP by an ionic-noncovalent dual approach.
J. Sep. Sci. 2009, 32, 3285–3291. [CrossRef] [PubMed]
76. Buvailo, A.; Xing, Y.; Hines, J.; Borguet, E. Thin polymer film based rapid surface acoustic wave humidity
sensors. Sens. Actuators B Chem. 2011, 156, 444–449. [CrossRef]
77. He, Q.; Sévérac, F.; Hajjoul, H.; Viero, Y.; Bancaud, A. Directed Assembly of Nanoparticles along Predictable
Large-Scale Patterns Using Micromolded Hydrogels. Langmuir 2011, 27, 6598–6605. [CrossRef] [PubMed]
78. Delépée, R.; Breton, F.; Jegourel, D.; Agrofoglio, L.A. Molecularly imprinted polymer as biomimetic sensor
of nucleoside phosphorylation mediated by a kinase. In Proceedings of the 2010 Biosensors, Glasgow, UK,
25–28 May 2010.
79. Lebal, N.; Rebière, D.; Delepée, R.; Agrofoglio, L.; Plano, B.; Hallil, H.; Krstulja, A.; Dejous, C. Nucleosides
analogues recognition by molecularly imprinted polymer-coated Love wave sensor. Micro Amp Nano Lett.
2013, 8, 563–566. [CrossRef]
80. Raimbault, V.; Rebière, D.; Dejous, C. A microfluidic surface acoustic wave sensor platform: Application to
high viscosity measurements. Mater. Sci. Eng. C 2008, 28, 759–764. [CrossRef]
81. Aouled, N.O.; Hallil, H.; Plano, B.; Rebiere, D.; Dejous, C.; Delepee, R.; Agrofoglio, L. Love wave sensor
based on thin film moleculary imprinted polymer: MIP layer morphology and nucleosides analogs detection
In Proccedings of the 2013 IEEE Sensors, Baitimore, MD, USA, 3–6 November 2013; pp. 1–4.
82. Lin, T.-Y.; Hu, C.-H.; Chou, T.-C. Determination of albumin concentration by MIP-QCM sensor.
Biosens. Bioelectron. 2004, 20, 75–81. [CrossRef] [PubMed]
83. Tigli, O.; Bivona, L.; Berg, P.; Zaghloul, M.E. Fabrication and Characterization of a Surface-Acoustic-Wave
Biosensor in CMOS Technology for Cancer Biomarker Detection. IEEE Trans. Biomed. Circuits Syst. 2010, 4,
62–73. [CrossRef] [PubMed]
84. Prasad, B.B.; Srivastava, S.; Tiwari, K.; Sharma, P.S. Development of Uracil and 5-Fluorouracil Sensors Based
on Molecularly Imprinted Polymer-Modified Hanging Mercury Drop Electrode. Sens. Mater. 2009, 21,
291–306.
85. Prasad, B.B.; Kumar, A. Development of molecularly imprinted polymer nanoarrays of N-acryloyl-2-
mercaptobenzamide on a silver electrode for ultratrace sensing of uracil and 5-fluorouracil. J. Mater. Chem. B
2015, 3, 5864–5876. [CrossRef]
86. Alnaim, L. Therapeutic drug monitoring of cancer chemotherapy. J. Oncol. Pharm. Pract. Off. Publ. Int. Soc.
Oncol. Pharm. Pract. 2007, 13, 207–221. [CrossRef] [PubMed]
87. Hrushesky, W.J.; Bjarnason, G.A. Circadian cancer therapy. J. Clin. Oncol. Off. J. Am. Soc. Clin. Oncol. 1993,
11, 1403–1417.
88. Rosbash, M.; Takahashi, J.S. Circadian rhythms: The cancer connection. Nature 2002, 420, 373–374. [CrossRef]
[PubMed]
© 2016 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC-BY) license (http://creativecommons.org/licenses/by/4.0/).
